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DESCRIPTION: <L
Danazol is 2 synthetic steroid derived
from ethi ically, danazol is

1 7aAPreqna-Z.i-diun-zo-yno(i’,:l-d/-
150%az01-17-0l, which has the following
structural formuta:

CaipNO, Mocua w‘ﬂ. W
Each capsule, for oral administration,
coatains 200 mg of danazol, In addition,
each capsule contains the foflowing inac-
tive ingredients: lactose monohydrate,
Magnesium stearate, sodium starch gly-
colate, and stearic acig

The capsule shell contains D&C red no.

28, DAC yallow no. 10, FD&C red no. 40,

gelatin, sifticon dioxide, sodiym lauryl
, and titanium dioxide,

The imprinting ink contains black iron
oxide, D&C yellow no. 10 aluminym
lake, FD&C blue no. 1 aluminum lake,
FD&C biue no. 2 atumingm lake, FD&C
red no. 40 aluminum fake, pharmaceuti-
cal glaze, and propylens glycol.

CLINICAL PHARMACOLOGY:

Danazot suppresses the Pitvitary-ovarian
axis. This suppression is probabiy a
bination of & - 4

Pituitary response to lowered estrogen
production, the afteration of sex steroid
metabolism, and interaction of danazof
with sex hormone receptors. The onily
other demonstrable harmonal effect is
weak androgenic activity. Danazo!
depresses the output of both foilicle-
stimulating hormone (FSH) and luteiniz-
ing hormone (LH).

Recent evidence suggests a direct
inhibitory sffect at Qonadal sites and a
binding of danazof te receptors of
gonadal steroids at target organs. In
addition, danazol has been shown tg Sig-

oM
¢ls, as well as phospholipid KG iso-
tope autoantibodies lnA patients with

Sis and
of autoantibodies, ing this couid

be anothier mechanism by which it facili-
tates regression of the disease,
Bioavakability studies indicate that blogd
levels do not increase proportionally with
increases in the administered dose.

of danazol is doubled the
increase in plasma levels is only about
35% to 40%.

Separate single dosing of 100 mg and
200 mg capsules of danazol to temale

grams of fat), when Compared to the

fasted state. Further, food akso

mean fime to peak concentration of
Minutes.

danazol by about 30

In the treatment of endometriosis, dana-
Zal alters the normai and eclopic
endometrial tissus so that it becomes
inactive and atrophic. Compiete resoly-
tion of endometniai lesigns oceurs in the
majority of cases.




masmmmlwwmw
mucus rumc\\t\esumasslvoﬂwoi
danazol on the ian axis-

\n the treatment of fibrocystic st dis-
ease, sually produces pastial to
complete ‘gisappearance of nodutarity
and complete reliat of pain and tender

ess. m\anoes'u\mm\smﬂpmm
fay ocour-

Generally. ihe p\tu\tar\;.-suupressive
action of danazol 18 reversivle. Ovutation

Danazol 8 Indicated she treatrment ot
endometr\usis amenable 10 hormanal
manmmeﬂ‘,

Finrocysiic Braast Diseass:

Most cases O symtmnum: fibrocystic
preast disease e treated 1Y sinple
easures (&9 pandad brassieres and
anaigesics).

1n intrequent patients. gymptoms of pain
and tendemess be severt enough 1o
warrant treatment by suppross\on of
ovarian {unction. Danazot is usually
effective in decreasing nodutarity, 9ai%.
te S. oukd be St 10
the patient that this. treatment is not
inqocuous in it invol consider-
able alterations of hormone Jevels and
that racursence of symptoms is very
common afte? cessation of erapy-

Danazol iS indicated for e prevestion of
Macks angioedema of 2l types (V2
Ae0uSs, abdomim\. \arymwal) in males
and temales.

mmmﬁumus:
naqazn\ should a0t be administered 1

1. uh;dmmsad abnormal genitai bleed-

2-. Markedly impaired hepatic, renal, Of
cardiac function.

3. Pregnancy- (See WARNINGS).

4. Breast feedind-

. Parphyria - Danazol can induce ALA
synthetase activity and hence pot-
hyrin metaboiism-



WARNINGS:

Use of danazol In pregnancy is
contraindicaled. A sensitive tost
(e beta subunit test if avall-
capable of determining
early pregnancy is recommended
immediately prioe to siart of ther-
apy. Additionally 2 nonhormenat
methad of contraception sheuld
be used during th y. ia
patient becomes pregnant while
taking danazof, administration of
the drug showid be discontinoed
and the patient should be
apprised of the potential risk ta
the tetus. Expasure to danazol i
may result in

efiects on the female fetus;
reparts of cliloral hypertrophy,
labial fusion, wrogenital sinus
and

defect, vaginal atresi
amblguous geaitalia bave
received. (See PRECAUTIONS:
Pregnancy, Teratogenic Effects )

Thromboembolism, thrombotic and
thrombophlebitic events including
sagittal sinus thrombosis and life-
threatening or fatal strokes have
been reported.

Experience with fong-term therapy
with danazol is limited. Peliosis
hepatis and benign hepatic adeno-
ma have been observed with long-
term use. Peliosis hepatisTand
hepatic adenoma may be silent
until complicated by acute, poten-
tially life-threatening intra-
abdominal hemorrhage. The physi-
cian therefare should be alenl to
this possibifty. Attempts should be
made to determine the lowest dose
that will pravide adequate protec-
tion If the drug was begun at a
time of exacerbation of hereditary
angioneurotic edema due to trau-
ma, stress or other cause, periodic
attempts to decrease or withdraw
therapy should be considered

Danazol has been associated with
several cases of benign intracranial
hyperteasion also kanown as
pseudotumor cerebri. Early signs
and symploms of benign intracra-
nial hypertension include papitiede-
ma, headache, nausea and vomit-
ing. and ®suai disturbances.
Patients with these symptoms

be scraened for papilledema
and. if present, the patients shouid
be advised to discontinue danazol
immediately and be reterred to 2
neurologist for further diagaosis
and care.

A temporary afteration of lipoproteins in
the form of decreased high deasity
lipoproteins and possibly increased low
density lipoproteins has been reported
during danazol therapy. These alter-
ations may be marked, and prescribers
should consider the potentiat impact an
the risk of atherosclerosis and coronary
artery disease in accordance with the
potentiat benefit of the therapy to the
patient.

Before intiating therapy of fibrocystic
breast disease with danazoi, carcinoma
of the breast should be excluded.
However, nodularity, pain, tenderness
due to fibracystic breast disease may
prevent recognition of undertying carci-
noma before treatment is begua.
Therefore, if any nodule persists or
entarges during treatment, carcinoma
shoutd be considered and ruled oul.

Patients shouid be watched closely for
signs of androgenic effects some of
which may not be reversible even when
drug administration is stopped.

(Over)



PRECAUTIONS:

Because danazol may cause some
degree of fiund retention, iions that
might be influenced by this factor, such
as epiepsy, migraine, o cardiac or renal
dysfy . require careful ob: ion.
Since hepatic dysfunction manitestsd by
modest increases in serum iransaminase
levels has been reported in patients
treated with danazol, Periodic liver func-
tion tests shouid be performed (see
WARNINGS and ADVERSE REAC-
TiONs).

Administration of danazo has been
feported to cause exacerbation of the
manifestations of acute intermittent por-
phyria. (See CONTRAINDICATIONS )
Druy tateractions:

ion of prothrombin time occurs
in patients stabilized on warfarin.
Therapy with danazol may cause an
increase in carbamazepine fevels in
patients taking both drugs.
Laboratory Tasts:
Danazol treatment may intertere with
laboratory determinations of testos-
terone,  androstenedione and
dehydroepiandrosterone.
Carell M
Impairment of Fertility:
No valid studies have been performed to
assess the carcinogenicity of danazor,

Pragaancy, Teratogenic Eftects: {See
EOIITMMDICAMIS.)

Pregnancy Category X' Danazol admin-
istered orally lo pregnant rats from the
Bth through the 15th day of gestation at
dﬂsasllnloZSOWWdayﬂvﬁﬁnus
the human dose) did not resuit in drug-
induced embryotoxicity or teratogenicity,
nor difierence in litter size, viability or
weight of oftspring compared to con-
trols. In rabbits, the administration of
danazol on days 6-18 of gestation at
doses of 60 mg/kg/day and above -4
times the human dose) resulted in inhi-
bition of fetal develapment.

Mersing Mothers:
(See CONTRAINDICATIONS )
Pediatric Use:

Safety and effectiveness in pediatric
patients have not been established.

ADVERSE REACTIONS:

The following events have been reported
in association with the yse of danazol;

Androgen like effects include weight
Qain, acne and seborrhea. Mild hir-
sutism, edema, hair loss, voice Change,

ess,
sore throat or of instability or deepening
pitch, may occur and may persist after
Cessation of therapy Hypertrophy of the
chitorss is rare.
Other possibie endocrine effects include
Menstrual disturbances in the form of
spotting, aMteration of the timing of the
Cycle and amenorrhea, Althaugh cyclical
bleeding and ovulation usually return
within 60-90 days after discontinuation
of thesapy with danazol, persistent
amenorrhea has occasionally been
reported.

Fushing, sweating, vaginal dryness and
irritation and reduction in breast size,
may reflect towering of estrogen.
Nervousness and emotional lability have
been reported. In the male a modest
reduction in Spermatogenesis may be
evident during treatment, Abnormalities
in semen volume, viscasity, sperm
count, and motifity may occur in patients
receiving long-term therapy.

Hepatic dysfunction, as evidenced by
reversible elevated serum enzymes
and/or jaundice, has been reported in
patients receiving a daily dosage of
danazol of 400 Mg or more. It is recom-
mended that patients receving danazot
be monitored for hepatic dysfunction by
laboratory tests and clinical observation.
Serious hepatic toxicity including
cholestatic jaundica, peliosis hepatis,
and hepatic adenoma have been report-
ed. (See WARNINGS and PRECAU-
TIONS )



Abnormaiities in laboratory tests may
occur during therapy with danazol
inctuding CPK, Qlucose tolerance,
Qlucagon, thyroid binding globulin, sex
hormone binding globukin, other plasma
profeins, kpids and tipoproteins.

The following reactions have been
feported, a causal relationship to the
administration of danazol has neither
been confirmed nor refuted:  aflergic:
urticania, prunitus ang rarely, nasal con-
qQestion; CNS effects: headache, ner-
vousness and emotional lability, dizzi-
ness and fainting, depression, fatigue,
sleep disorders, tremor, paresthesias,
weakness, visual disturbances, and
rarely, benign intracranial hypertension,
anxiety, changes in appetite, chills, ang
rarely convulsions, Guillain-Barre syn-
drome; gastrointestingl: gastroenteritis,
flausea, vomiting, constipation, and
rarely, pancreatitis; musculoskeletas:
muscle cramps or spasms, or pains,
foint pain, joint lockup, joint Swetling,
Pain in back, neck, or exiremities, and
rarely, carpal tunnel syndrome which

be secondary 1o fiuid retention; gen-
mnhary’ hematuria, profonged post-
therapy amenorrhea; hematologic: an
increase in red celf and platelet count,

erythrocytosis,
o polycythemia may be provoked.
Eosinaphilia, leukopenia and th,

3 Yy
topenia have alsg beeq noted.  Skin:
rashes (maculopapuiar, vesicular, papy-
lar, purpuric, petechial), and rarely, sun
sensitivity, Stevens-Johnson Syndrome;
other: increased insulin requiremens in
diabetic patients, change in libido, steva-
tion in blood pressure, and rarely,
Calaracts, bleeding gums, fever, pelvic
pain, nipple discharge. Matignant liver
tumors have been reported in rare
instances, after long-term use.

DOSAGE AND ADMINISTRATION:
Endometriosis:

In moderate to Severe disease, or in
patients infertile due to endometriosis, 2
starting dose of 80g mg given in two
divided doses is fecommended.
Amenorrhea and Tapid response to
painful symptoms is best achieved at
this dosage level, Gradual downward
fitration to a dose sufficient to maintain
amenorrhea may be considered depend-
ing upon patient réesponse. For mitd
Cases, an initial daily dose of 200 mg fo
400 mg given in two divided doses is
1 and may be adj
depending on patient response.

should begia during mensireation.
Otherwise, appropriate lests should be
performed to easure that the patient is
"ol pregnant white on therapy with
é3naz0l, (See CONTRAINDICATIONS
and WARNINGS.) #t g essential tha
therapy coatiove un for 3 to
6 months but May be exiended 1o ¢
months i necessary. After termination
of therapy, it Symptoms recur, treatment
can be reingtituted.

Fibrocystic Breast Dissase:

The total daily dosage of danazoi tor
fibrocystic breast disease ranges from
100 mg 0 400 Mg given in two divideg
doses dopending Upon patient response,

should begin during mensirua-
tion. Otherwise, 3ppropriate tests
should be performed to ensure that the
patient is aat pregnant while on thera-
PY with danazol. A nanhormonal
method of contraception is recommend-
od when danazol 15 administered at this
dose, since ovulation may not be sup-
pressed.

fn most instances, breast pain and ten-
demess are significantly refieveq by the
first month and eliminated in 2 to 3
months. Usuatly elimination of nodulari-
ty requires 4 to § months of uninterrupt-
ed . Regular menstrya patterns,
iregular menstryal pattems, and amen-
orrhea each occur in approximately one-
mirdolpatiemslrmedwimlmmao!
danazol. trregular menstrual patterns
and amenorrhea are observed more fre-
quently with higher doses, Clinical stud-
ies have demonstrated that 50% of
patients may show evidence of fecur-
rence of symptoms within one year. In
this event, treatment may be reinstated.




Hereditary Angicedoma:

The dosage requirements for continuous
treatment of heseditary angioedema with
danazol should be individualized on the
basis of the clinicai response of the
patient. It is recommended that the
patient be started on 200 mg, two or
{hres times a day. After a favorable ini-
tial response is obtained in terms of pre-
vention of spisodes of edematous
attacks, the proper continuing dosage
should be determined by decreasing the
dosage by 50% of less at intervals of
one to three months or longer if frequen-
cy of attacks prior to treatment dictates.
H an attack occurs, the daily dasage may
be increased by up to 200 mg. During
the dose adjusting phase, close monitor-
ing of the patient's response is indicated,
particularty if the patient has a history of
airway invotvement.

HOW SUPPLIED:
Danazol Capsules, USP are available as:

200 mg: Opaque orange cap/iranspar-
ent orange body capsule
mprinted with dlack ink arr
635. Available in botties of:

60 NOC 0555-0635-09

100 NDC 0555-0635-02

500 NDC 0555-0635-04
Dispense with a child-resistant closure in
a well-closed container as defined in the
usp.
Store at controlled room temperature
15°-30°C (59°-86° F).

CAUTION: Federa! law prohibits dis-
pensing without prescription.

MANUFACTURED BY
BARR LABORATORIES, INC.
POMONA, NY 10970

635

BR-
Revised JUNE 1995



Usual Dosage:
See package brochure.

Dispense with a child-
resistant closure in a
well-closed container as
defined in the USP.

Store at controlled

room temperature
15°-30°C (59°—8§°F),

BARR LABORATORIES, INC.
Pomona, NY 10970

R6-95
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Usual Dosage: .. BARR LABORATORIES, INC. NDC 0555-0635-09
See package u.&;iuﬁ- :. ; N
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| Dosage: BARR {ABORATORIES. INC.
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See package brochure. (ra-—r ;i
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resistant closure ina- S
well-closed container as l:i:;‘
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BARR LABORATORIES, INC.

Danazol
Capsules, USP

200 mg

Caution: Federal law prohibits
dispensing without prescription.

500 Capsules

- giRlensing without prescription.
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